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SFig 1. Observed (dots) and model predicted (solid line) INDO concentrations in dog
at the dose of 25 mg. The shaded area represents the 95% prediction interval.

SFig 2. Observed (dots) and model predicted (solid line) dose normalized INDO IR
concentrations following the doses of 25 mg, 50 mg, 75 mg, and 100 mg. The
shaded area represents the 95% prediction interval.

SFig 3. Observed (dots) and model predicted (solid line) INDO concentrations at the
dose of 75 mg of the SR formulation. The shaded area represents the 95%
prediction interval.

SFig 4. Target potency IC50 — IR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target
exposure level.

SFig 5. Target potency IC50 — SR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target
exposure level.

SFig 6. Target potency IC95 — IR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target
exposure level.

SFig 7. Target potency IC95 — SR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target
exposure level.
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SFig 1. Observed (dots) and model predicted (solid line) INDO concentrations in dog
at the dose of 25 mg. The shaded area represents the 95% prediction interval.
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SFig 2. Observed (dots) and model predicted (solid line) dose normalized INDO IR
concentrations following the doses of 25 mg, 50 mg, 75 mg, and 100 mg. The
shaded area represents the 95% prediction interval



SR formulation: 75 mg
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SFig 3. Observed (dots) and model predicted (solid line) INDO concentrations at the
dose of 75 mg of the SR formulation. The shaded area represents the 95%
prediction interval.
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SFig 4. Target potency IC50 — IR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target

exposure level.
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SFig 5. Target potency IC50 — SR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target
exposure level.



50mg three-times-a-day

"1 Effective time = 7.80 h/day
)
k)
2 -
S
c
[=]
(4]
o 34
D E|
=
0 1 2 3 4 5 6
Time (day)
25mg four-times-a-day
T 1 Effective time = 4.40 h/day
iy
k)
2 -
5
c
o
s ]
Q 5 E Cmin = 0.22 mg/L
e
0 1 2 3 4 5 6
Time (day)

INDO conc.(mg/L)

10

0.1

0o

25mg three-times-a-day

Effective time = 2.70 h/day

Time (day)

SFig 6. Target potency IC95 — IR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target

exposure level.
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SFig 7. Target potency IC95 — SR formulation - Simulated INDO exposure after
different dosage regimens. The horizontal dotted line corresponds to the target

exposure level.



